Dapsone is useful for treating a variety of infectious, immunological and hypersensitivity disorders. Commonly encountered adverse effects of this drug include dose unrelated (idiosyncratic) skin hypersensitivity reactions and dose-related haemolytic anemia and methemoglobinemia. Dapsone Hypersensitivity Syndrome (DHS) can be considered as a manifestation of DRESS (Drug Rash with Eosinophilia and Systemic Symptoms) syndrome. DRESS is an adverse reaction that can be seen with the use of many drugs such as dapsone, sulfonamides, allopurinol, cyclosporine, azathioprine, minocycline, antiviral drugs, anticonvulsant and gold salt. This report refers to 45 year old female patient was brought to the hospital with chief complaints of Fever chills and rash all over the body since 1 week. One year prior to current admission she was prescribed with dapsone 100 mg/day on suspection of leprosy and found the hypersensitivity reaction on usage of dapsone for 4 weeks. We report a case on Dapsone syndrome with skin rashes all over the body and fever and effectively treated with Corticosteroids.
INTRODUCTION
Dapsone (4,4'-diaminodiphenylsulfone) is useful for treating a variety of infectious, immunological and hypersensitivity disorders. 1 Commonly encountered adverse effects of this drug include dose unrelated (idiosyncratic) skin hypersensitivity reactions and dose-related haemolytic anemia and methemoglobinemia. Other notable adverse effects include insomnia and psychosis. A rare, potentially fatal idiosyncratic systemic hypersensitivity syndrome-namely Dapsone Hypersensitivity Syndrome (DHS), characterized by fever, skin rash, eosinophilia, lymphadenopathy, hepatic, pulmonary and other systemic manifestations can complicate dapsone therapy, 1-5 DHS can cause irreversible organ damage or even death if not recognized early and managed properly. 2, 5 Dapsone Hypersensitivity Syndrome (DHS) can be considered as a manifestation of DRESS (Drug Rash with Eosinophilia and Systemic Symptoms) syndrome. DRESS is an adverse reaction that can be seen with the use of many drugs such as dapsone, sulfonamides, allopurinol, cyclosporine, azathioprine, minocycline, antiviral drugs, anticonvulsant and gold salt. 6 DHS differs from other drug reactions because it can occur after prolonged exposure of offending drug and even up to 6 months after exposure. DHS is an idiosyncratic multi-organ disease. It has a frequency of 0.2-0.5% in patients on dapsone therapy. 6
Case Report
A 45 year old female patient was brought to the hospital with chief complaints of Fever chills and rash all over the body since 1 week, Rashes over abdomen ( Figure 1 ) Rashes over hand ( Figure 2 ) and Rashes over face ( Figure 3) . One year prior to current admission she was prescribed with dapsone 100 mg/day on suspection of leprosy and found the hypersensitivity reaction on usage of dapsone for 4 weeks. On admission she had high grade fever and itching all over the body characterised by rash. She had a toxic look, with generalized skin erythema and extensive scaling. The therapy was initiated with Prednisolone 5mg/day and the patient did not respond to the therapy. Empirical broad-spectrum antibiotic cover (Azithromycin) was given keeping the possibility of severe sepsis with septic shock, in view of breach in integrity of the skin. The laboratory investigations include complete blood picture haemoglobin 10.6 gm/dl, erythrocyte sedimentation rate 35mm/hr, differential count: Neutrophils-78%, Lymphocytes-12%, Eosinophils-10%.
DISCUSSION
DHS can develop several weeks to as long as six months after treatment initiation and the reported incidence ranges from 0.5% to 3%. 1 The diagnosis of DHS is based on clinical findings of fever, skin rash, lymphadenopathy, hepatitis and other systemic features, 7 along with history of antecedent dapsone exposure. Skin biopsy findings are non-specific. In the present case, the diagnosis was based on typical clinical manifestations following 3 weeks of dapsone intake, after excluding other drug exposures and closes differential diagnoses-namely viral hepatitis, rickettsial infections, CMV, EBV infections, complicated malaria, leptospirosis and was further supported by prompt response to systemic steroids. Rechallenge with dapsone is not recommended, as it can be hazardous. Differences in dapsone metabolism, which affect the production and detoxification of its reactive metabolites might be responsible for differential susceptibility of people to the adverse effects of dapsone. 8 The inter-individual variability in the metabolism of dapsone by N-hydroxylation to hydroxylamine's by the hepatic microsomal cytochrome P-450 system has been implicated in the haematological toxicity 8 (methemoglobinemia, haemolytic anaemia and agranulocytosis) but its role in determining the risk of DHS is unclear. 1 Our case had all the features of dapsone syndrome. Her symptoms appeared within four weeks of starting of dapsone. She had fever and exfoliative dermatitis.
The management involves prompt discontinuation of dapsone, systemic steroids (oral Prednisolone 1 mg/kg/day or intravenous methyl Prednisolone in equivalent doses) with supportive care. 9 Gradual tapering of Prednisolone (over more than a month) is recommended considering the persistence of dapsone in the body up to 35 days. 9 Mortality as high as 12-23% has been reported in severe DHS. 5 Thus, a high index of suspicion for early diagnosis, along with prompt treatment is needed. No reliable test capable of predicting the risk for DHS has yet been reported; however, we recently identified a genetic allele, HLA-B*13:01, that is significantly associated with DHS among patients with leprosy. According to the literature, patients with viral Hepatitis (B, E) are at increased risk for the development of DHS, suggesting the need to perform a screening test for hepatitis B before starting dapsone. [9] [10] [11] CONCLUSION Generally, DHS is a self-limiting drug reaction and most patients recover following cessation of dapsone therapy and starting treatment with oral corticosteroid. Mortality was reported to be 12-23% in severe DHS. Physicians, dermatologists, rheumatologists and leprologists prescribing dapsone for various clinical conditions should be aware of potentially fatal DHS to ensure timely diagnosis and appropriate management.
